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m?\^v\o)X\ ^ §W ol^-o) ^7>S. SEfe W-^S t-S-* n- & c >. 

a. ig-^o] °J*H S]*fl -H-^Slfe ^ £3*1 « 
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#^ 2003/11/14 

,iiiiJlL^- M . u . w ,.,..«,,., = . . • ... . 

ol^-^^^ o] t^B^I <?]*>3 ^H* ^# {Composition for 

preventing secretion of immunoglobulin E-dependent histamine releasing factor} 

JE l£- HRF7V 4<#tr £3*1^ f^l 44^1 2-014. 

£ 2fe HRF7> £3*] -(MfrM 6 !! 3*fl ^li 3*^. M- E >^ 

£3 f ^. i£^o} X\^% ifl^l^Kin vitro) -fHM-^l ^«fl *7>3fc 

HRF 

"e 4fe^*^^"s^*oi'^ji|j ifl^Ai(in vivo) -fri**H &\%*= $ 

^ HRF #^1^* So] 4. 

£6 ^.^ m^s} ^-§-ol <g?.]xVS tfl<* t^I 5 ! ^ 7 r» 

<7> a. ^-t^^- IgE-^^^ iE|a[ ■y^Ximmunoglobul in E-dependent histamine 

releasing factor: o]*} 'HRF'4 $4)3 £«1 <3*l-§- £ ^ ^ofl W 3H 

4. 
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< 8 > hrf^ ^e^i a>-§- ^ IgE _o^sai ^.71 aV-i-Clate phase reaction, «1*> 'LPR' tr 
t})<>lH <3ih§- ^«g*M, Ji^7l^(basophil)« *H-*M ^ H l« -fr^^S. 

cf<#^ <g.e|x| nj|7fl^ SSl^CMcDonald et al., 1995). 

<g^o| cj-i^o) ^o.S.J£ &4(Bhisutthibhan, 1998). 

<io> HRF7> -frtHr-b fl^B}^ M-^.^ o>i4^3j-Al^(anaphylaxis), , ^> 

*L. £3*1^ '?l#*l*rW. ^2:1 (hay fever), ffsstj^ jq^<g ^-o] 

(signal peptide)* ^ *f|3L s^HS: HRF7f 

— '^^f^^l^f'^T^^i^id et ai. , 1995)? HRF# 

IgE-^^(sensitized) 3L37l^# *1^eHM- Wfe 

<12> uJ-BH, ^SE^ rj^^ol HRF7> /fli -grtilSlfe 7l*f€ H^laL, 3. 

^ Slfe 7flW^-S.^, HRF7} -ft^rfe 41ft ^l^Val ^^^fe 3l 

*>5., <g7l^ "^Kbasic fibroblast growth factor(FGF-2)) , plasminogen 

actWator inhibitor 2(PAI 2) , (carbohydrate-binding protein 30(CBP 

30)) oj4. 
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^S(Na,K-AT?ase pump)7> -fr^* FGF-2 ^ Si^fe <a^47} «M «> 
(Florkiewicz RZ, 1998). 

<15> o]e^ ^HH ^<?Ht ^^^1-^ HRF St> flH* «^S. Xl-ir S°l 

e> 7>^*H. HRF^ HRF ^-Wllr «J*fl« <r SHr #^^4. 

.«^.^^eUft|.*5l^^«7J^^.^J-. - - - - - ■•< - ■ 

<16> £ HRF 3*11-8- ^ ^ -§-^1- ^l^^^V W. 

[^21 ^ ^ *}■-§-) 

<i?> m. igE-2}=&3 *l^ n J « ^- u l 3*11-8- s^l- ^ 3. 

<18> £-1^2] 3H§«-£- °<f^*> ^SCproton pump) €^1*1^31 W 

-§-(benzimidazolic compound)* -fr M H-frW. 
<19> £ Q^jq •<&'§7\ |2'r tM*H ^L^OB*)* Afl^e}- ^AS W 

^v^i^^tl H+-K+ ATPase-I- ^^^4. 
<20> iffl2.°Ht^rtl s)-^l-& *IM ^!Z:o1p14^ ^, 5i)e|^l(pyridine) 

*2 ZL A}olofl 2^1*l"fe- ofl^-g^TlGnethylsuifinyi group)^- °l-f-°l^l -§-*fl^ 9r < £7]£ 
, i%7) 121 *l\d4. 

<2I> [5}-*H 11 

o 

Het 1 — S CH 2 Het 2 
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<22> 



^^S)oL, R4, R5 * R6fe ^i5}7W ^l^, ^M, ^1^1, 1^*1 =3.^*1 Si ^ 

<23> ^"IH ^^o]Dlcf^l s^-lr^- ^.^^^(omeprazole), ^^^e^ 

(lansoprazole), JfrS = «(pantoprazole). eHl = e^(rabeprazole) f^H <d«l€ ^VM" °1 

€ f _ _ _ 



-B-SSfl, oflrk^aHi- (esomeprazole) € <r ^^r. 

<25> .gj-tgo} Hfl^o] Dl tf^l <#^*r ^-5|l|-A5.^|, MIS. ^-T-S. HRF71- £ 

HlS]^ 3-§: ^^ltVT=r. °^7>V ^^7> HRFSl Jfrul ^ij}7l nfl^-olcf. 

<26> nfe|.Ai ^ ^-^o^ A>-g-S>^ *liB.>nl f?M?lfe £3*1 -ftlM-^ 6 *) 3 

tr HRF oi^l%v 4, o^cf. 

^51* o.s.#|, C48/80°fl 2}*)- £4]^ 6 >q-^^-Al tfV-§-*fl ^ # 
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<28> £ ^^.a^** «4) HRF^ *1^4 a J2l #^1^3.*!, $3*1 -fr 

<29> «■ 23*1 -8 ^ it^H ^ 

<30> n^eH £ ^J*) js^** HRFofl o^^fl -R-^Slfe 3*. ^ °V^^4 

a1, ^l^, ^^1^ 7 ^^> 0 > £3 ^ «^ d >^ « * 

*1S* fl^- ^Ml^ ^-§-*»fl AV-g-€ ==r SI**. 

*H£r 3^3- ^^^(fenoct inline). ^flSl-iKoleic acid), ?M*l(catechin) . 

4 = Al ^ (scopadulcio l), ^E^jLH #^S^(pentagalloyl glucose), W&(bufalin). 
a. p>3.SeH^(macrolide)31 «V^JL*H*l(baf ilomycin) g ^M^H*! 

(concanamyon) * *M" ^ *« *** * ^ 

Ha** 4-§-*H *r &2.°*. # 7 l iL^lJLfe ^l^i. ^ 

4*11, "9^. afe 7}-8-aw* *>-§-^ t 
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o^fV^ojg. 7 >^> «-fS ^'J}, ^ ^<3^, ^^^2 * 

$ «a M1> Tim^-A^i, ^7}^1 $7>*H ^-8-^, W OJ !. -fi- 
ll}- oH ^ ^A>-g- *H^, 53^, 43 BEfe 3*H^ ^Ml^ =r 3 4°>7> # 
^.c]:^ «j-igo.5., BE-fe- Remington's Pharmaceutical Science^ -e^) , Mack Pub 1 ishing 
Company, Easton PA*fl 7^1^ ifr** 4 4*r, HLfe ^ 

37 > £ *<HH 4^ 3t\ M 1 *. ^ 7 <^- 

«) nfleflfe ^ ikg 13- lOmg*. 4^ ^H^r 1kg * 100 Pg~lrag- A >-§-*>fe B > 

^ o^l^H -f-c^^ «S} ffE, 2:^1-^ % V -^ 



28-9 




#3 2003/11/14 



-g- Sl*HI 42-1 ^ 

<39> ^ i^tg^ S^lr£ °H fl^l**, ^°1*R V ^ M*-*^ WW 

*|£.4| aV8-S|3. 3*3. n <?>3i*<H 5£^, A 3*1H * 

W 

-^^IfTOTWffl: ~" 



<42> [^]cj i] -a- gl^l s^l-<=fl sltb HRF i4 

< 43 > £ iJg*6( sl^r HRF «r«l «H i4t SfrW?! fltfl. 4-9 HRF £«14 £»M 

<44> i) HRF <^x] nelJi ^e^l ^W*^ « €^1 

< 45 > HRF «-nl4 ^-e^i =10)51 -B-tt-^^ ^5. ^Till- 7 ,H 

<46> l-i) cHJ^ HRF^l 



102(^^5511 *^ 2003/11/14 

7l%xl ^ai ^*>, ^ ^ -grf-°fi 43r 44^144^ food-dependent 

exercise-induced anaphylaxis)^: 444^ €4, ^44 £4 % 4<£?r *S*fl3 ^4 *4- 
♦ <£^*H, HRF^ ^-til ^7>* 3^Sr#4. 
<48> o>^jq^ ^<^ofl ^ M-eH^ jj*^ , 4^4 ^ 

4#°1 4\* M S--T- ^4 44*fl ^-5-(dual response) 3:44. 4^4 

al j=o} zj^oflol wl-g-l- q-tj-ifl^ S7l «>-§- (early response) €"4^ ^ €-^f*r 

<49> 1^ HRF^ ^» 5Hl*}7l ^tfl 4 ^VS-^-El ^4 1^^- <£53°-^, o}^3)^ol 

4€- «ti:eWl 4*ti o s v e ^i ti>-g-^- ^vflfe &*}s\ ^-f, £e|*H ^#3*1 ^ 
^ =B «$-8- *H34534. 42^°-^ £34 4444 t^-^ ^1 4 

3434. 

<50> z}- -g-^ 4 :*1JL ^°-34 £^453-^, olufl X\g. # 

e)^!-^ Hl-g-fc wV_° «r<^ ^7l^^A] HflH7]- ^j-g- wj-^^s. *>^cf. # 7 ] X\g_ 

o. 3 «.^. #oll ^o] ^Al^lJL #a] <g-g-<^H a] -si ^ ( 5^^} I2000rpm^)^ -g^ 

<51> AV 7 ]2f ^o] AlS.«1| tflSf), 1^1 2-l)3f B>^-7>^^ ^ofl sl-sfl 

aia n JE. i°fl 444Si4. 
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<52> £. H M-Bj-\+ y^V o>^^ ^-c^ofl tfl^ ojA^ «V-g- ^>( a )^, ^7) 

(b), o}+3\& ^ ^ ^ *H «*r(c), <£aW3 71^1 ^ ^V(d), ^ 

= "^X "^ RF7 > W?}^ H3H*lfe HRF7} 7121 i»4(g). 

<53> HRFfe £3*1 «*H|7lH HRF 2*1*1 ^ 



<54> 1-2) C48/80<^1 ^ HRF^l ^7} 

<55> ^Ir^ol HRF^ ^UHI Pl^lfe <3fr§: ^*r7l 3*fl, «3<?I tt*M 

C48/80(compound 48/80, Sipia)-§: 2°1 <W>M. 

100U/M iB^£*H^ t 10% -fBflfl-^^^r ^7>tt RPMI 1640 wfi*HH 37^. 5% C0 2 ^ 
3. *n 

<57> U-937 M)3L2) "fl<S°-^ 1000rpm<^H 3S-# ^aj«^§}<^ 

(phosphate buffered sal ine(PBS): 200mg/ * <g . 200^/ I 9l^±.*k% . 8g/^^Sf 

, 1 15g/ I °J^^^M-S1-)S 1*1 4*1 lOOOrpmoJH 3^r?i ^^rS^M ^» ^ 

<58> ^£ 4^611 1% L-#^B}-^^ RPMI tifl^S" 7>-&>31 7}^-^ 

^l£7> ^ ^, °a^^^r #1^H Ha}^ #^(tryphan blue, Gibco BRL)S. 

<?WM -t°>5l^ 4^ ^* ^*>^ C V- 6 € #3HS(well plateH lOW >|S. 
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1- 5 AR> 37t, 5% C0 2 3 i*14H «* ^> *H ^Wa^Ccell 

starvation). Afli 7l<>>7} *\i 4 «H ^ C48/80(Sigma)^ Opg/mt, 2yg/iB£, 
4ug/m£, 6pgM, Bug/"*. MWmt 30**1: *m*K* *±* ^(supernatant)* 

<59> ^oj^ loOmM PMSF, lmgM o>Ha*l\i(aprotinin). 1M ^<>H 3 (benzidine) . 10 

-^^(protease inhibitors 
cocktail)* $7}*M, €-93* °1*« *%7l(centricon, Sartorius)3- 4t, 12Q00rpm4M 

<60 > ^6fl6fl 4 *1S ^^(sample buffer: 1M B^( P H 6.8), 10% SDS, 100% 
(glycerol), ^ **^ ^MHbromphenol blue), 

-mercaptoethanol), 3JWHO* * IHl HUM: *MM* *. *M 

^(nitrocellulose membrane)^ (Western blotting) tfU-S. 

HRF *J-^|( anti-rabbit polyclonal HRF 
antibody)* 1:4000.2.3. £# 0 JH *WH *r*^, o^^fc %£*|-HRP M 

(anti-rabbit horseradish peroxidase antibody)* i:l0000*a SM* 

**va4. oijp:. ^€ «h tfl«a **i 7 ^i* 11 



<62> 



•rV.i^>X^^i•.X-.::/.C^.':.'-•.■;?'-■.■KVi>.•■:;; ......\v .--•.•*;..-Wo.-*"^-v-"'»:n.^.''-* 



28-13 




2003/11/14 



£ 2<fl q-Bh\f « r £r tfol, -fr^#^ C48/80£r HRF^ -§-«)» ^> 

ojaitb <y*H, C48/80£r o^ij ^H^H HRF £«1 ^7>*l)3. ^H-S^t}. 



a. x£tgo| 2^^~§- /-fl^o)] *|e|-f nfl^ .fi^H.*^^ ^#^-£7> 10pM, lOOpM o] s) 



<67> 3) -g- ^#<^] KRF ^1 ^1 S^r 

<68> a. ^-g-ofl HRF £«1 ^r^r £°1 ^ 4- 

<69> Aj- 7 i 1-2)3} p>^7>x121 w 0 v^o. S 6 € t-3HH»l 5*]*!: 

7l«Wfl4H ^, o}^- ?}.£. C48/80£ lOpgM ^, -2.°^ 

io u M, IOObM 5, ^l- 5 ^ 10pM4 C48/80 10pg/m£» £<>1 *133r 

^, ^iHem 100 pM4 C48/80 lOpg/roM: *13tr AA §fl*H, 'fl^r ^ OJ ! 

« iMS ^4-s^ ^4#«4- -JflakaWn • ■ •• - — - •••• • - - - ■■■■ -- --• - - •- 

<70> 42.— Q&Q^A £-3. 1^ ^l^KH 12000rpm°fl^ 10^-?i ^^-^M 4*1 A 

4$H1 41 £ SHt^Ccell lysis buffer: 20mM B5^(pH 7.4), 150mM ^^-M-^-f-, 

5mM EDTA, 0.5% ^^H^H B(deoxycholate) . 2mM EGTA, 1% NP40. ^« r^iii 
ofl 7flSl ?3 -^^(vortexing)^ 1 }. 



<64> 



2) £r 2^1" ^2: 
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<7i> #71 30**!: 2~3^1 *<E W** 12000rpmoflA-l 

assay)^ *. ^ 4 * 1S **** 7> 

2l«fl *H^€ **** T*8tJ: ^ £- 3^1 4^vfl^^. 
<72> £ 3ofl q-Bf^ go], £ a^** C48/80i 331 ^7>£l^ HRF *«1# 

^o.s. ^msm. hrf^i ^)7\ m# *wh m <q*3fe 

HRF°| *tiH oja^V ^5.7]- ^Wfe ^ SXA. 

<73> n*SM <TO4 * *W **** HRF^ 4 



<74> [^0| 2] €■ 2^11 ^tb OV^HJ-A]^ Jr^ 

<7 5 > 1) ^12: 

< 76 > £ ^S] t£EeH(tI^ ^a>, e^<£ 4.8 raM^ * 

<77> £ ^o, ^~ofl -a}^ uflfe tlS^t^l AV-g-^o] lOmg/kg^l *>S 



<78> 2 ) £ 3MdM °V4*^-ai sl4 
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102«pB55Jl r " 

<80> 4*0) 200 - 220 g S|t SD 31" 4 * * 8^4 , 

AV ^.^ol io mg /kg7> 2^3** **B ^PM*}^- 

, #>j}ifla*4 C 48/80-|- 10 mg/kgS. 3>3 ^a}* S^t}. ^oflfe 

C48/80°fl *|'* **±3. *>Wfe ^* W 

C48/80 ^ * i*R> *a <^s *a*SUs.1. * "W* *** a H 

<82> [£ 1] 









WF5 

(4 D M 711*1)^/^1 7fl*fl^) 

0/8 




-•^'-^•^sj" 10- mg/kg/ • • - 


C48/80 10 mg/kg 


7/8 

-4/8.. ........ , . 



<83> 



-^Hl 14 ^*lsHr 



< 85 > 3) ^A^ofl o]*V %^ ^£2} 



- 3".* - — - V . 
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< 86 > *7i <a*H 25i 2 )^A| v+^\i * a^a*^ « 7 >' s1 

<8 7 > # 7] 251 2)4H «*l 3 ^ 3* *V8*M *ia £ 

<89> 2] 







•^^ ^|it4°i (ng/mH) 

W^l" 

2646.47 




3^tf* (10 mg/kg) 


" "" 301.08 



<90> 



oi> a 2-11 * B ^ ^ltb H'-Wfe 

H^i ^i^Bi-^51 « 0 >#^oi 80% oi-* ^-^sa^. 



<93> 4) £ S^lr^l ^ HRF ^-£^1 #i 
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HRF^ *«1 ^ 3<?i*m «^ ^^w- 

<95> ^71 2^ 3)4H ^ 4 M + *M 4 *-lJL «<W 

oH ^ WHM «1« <fcS-S. *H *7l<8* a] «fc 

5£-# l2000rpm4H Aj-^^ #1*>^^- 

<96> <t*]& tfl««, *AH 1^1 1-2)5* 4^7}^li 

<97> £ 4*fl ^ ^^HM ^ 

<99> ofeH C 48/80«fl ^ wV-i-ofl HRF7> ^Jl*V7ti * ^ »^ • * 

HRF^ #&*W:a. ^HAS <** 3.^3 ^ 



<100> [^AH 3] €■ a^l-ofl 3$ £3*U§ 3*A ^ 

<101> 1) -g- 2:^1" 

<102> £ S^** nMfe °JA>^°-H ^Al^ ^5 

e^s] ^-g-^o] z^-zj- lOmg/kg, 100 mg/kg°l ^£4. 
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<103> 2) -M^H^Hi 

^ 47fl ^JlJsL M-^" ^ ^(specific pathogen free, SPF) «:34M 

35^ 4-%* ^rS^- 

<ios> £3*1^ wl«3* -fr#*>7l ^*fl, \i&Jf ^(ovalbumin, chicken egg albumin, grade V, 
Sign Chemical Co. Phi 1 1 ipsberg, NY) 10 m * Wl¥ (aluminum hydroxide. 

Al(OH)s) * 1 mg^r *KMi*<l 0.3 atf 30£ tfttM j^W* *S*»t*. 

<io6> ^7i *«■ o.i >e« -H-il 4# 511** 2i«*H *M * 

•^'^ 30 ^i'^^ 

Hi* 30^- ^oflfe olAVs}^^ 5Efe 4E=erf 10 mg/kg, 100 mg/kg* AAQ ^ ^ 

<107> m ^\ YittM & ***** ^ ^ 7 * 

<108> 
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IS. 3] 







^y-^ i i r 










5^ 


14^ 


21^ 


30^: ^ 


2S-24<U 


35^ 




6 


0VA+ 
Alum 


0VA+ 
Alum 


OVA+ 
Alum 


0VA+ 
Alum 










6 


OVA 




1 


7 


10 mg/kg 








100 nig/kg 




10U Dlg^gl^H^) 




OVA 10 /ig+Alum 1 mg-s- 
^1^*4^ 300 oe4 ^ 
^ 0.1 ml*} ^ 


OVA^l Wpct- ¥^30 


OVA lOOjzg/Sl-i!: 
30/^ 





<i09> (OVA: \+<a-^-°l, Alum: A1(0H) 3 ) 

<no> 3) f^S] ^#<^i ^ <£^*1^ a 3 !- 

<m> ^. <gzw$ u]<« <3*fi 3:31-1- ^-o] 

. ^ fh* f^T( symptom scored 7l^-*}S^. 2^^ ^#^7}- if^ 

^ *§3-S- ^tf^S 7]4~75>£J=4, ^%7> 7J°1 *\o}7\ 30% ol-^-o] ^ o. fe *)1 

£-}. A ^2) 3. 42}- 51 5«^1 M-El-iflSicf. 

<113> 
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<113> 102«H5511 



Qx}: 2003/11/14 



IS. 4] 









£ 

(10 mg/kg) 


W^l | 
(100 mg/kg) | 






31.83 


65.00 ' 


27.29 


48.00 




20.84 


33.15 


28.49 


17.42 j 


p- 

value 






0.078 


0.391 


0.1 








0.046 


0.317 



<115> tcj-eH ^ S^l-^r £3*1^ 3^ ^ ^^1^ 3** 

<116> 4) 2:2} -S)-^ ^A} 

<117> ^. ^J-tgo} ^-§-o| <£^*H ^8 SI T^l 2 ! f^H H^lfe ^ 

<n8> #7] 2)^]^ o>ej-A>A]^i 'H-^aj ^, 10% S^lHi 24*1# ^f- 

o> ji^aI^c]-. jl^ D }^A5] n]e|S-^-e1 ^41- ^]7l5>jL iH^oJUdecalcifier B, Accra 
Lab, Swedesboro, NJH 24Al# ^<L> ^7} *l#S*!-§: ^r^Wl £ D fl*r 5 psa 

si (coronal section) ^-§r <£?X^. 

<ii9> ^ 7 -| ^^ofl Eflsfl Sfl4^?l(haematoxylin)4 °fl^(eosin)^-S. <g^-i- -*H^V ^ # 
^nl^ *HH n Hr-^ U R V2 1 ¥ 7fl^ o]b|-o1 2_o}±. 2 *}-§- a^H, 
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«M*4< inferior turbinate)^ «<HM>1 400H «3. «M *Wi **«r* 

4 4 ^o^ 4§^*l±r *MHH*-] -B--€fl^S(Mann-Whitney U-test)» °1^H 



*rS5UL, SPSS €£-f ^ 10.0(SPSS for windows version 10.0, SPSS Inc., Chicago) — - 
*fr a>**W. * P<0-05 * M^AS. *Mflfe S^* *fl^r34. 3- *** 



<120> [s. 5] 



value 



1.33 



2.34 



290.00 



73.63 



0.004 



{10 mg/kg) 



(100 mg/kg) 



5.57 



13.00 



0.703 
0.003 



4.29 



4.99 



0.366 



0.003 



<i23> t^^l -fr^l-lH ^ HRF «M*rfe 

^ A <Mr W^l^lfe *47> $14. 
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<125> n:>^ £ 2:^1-^ HRFoll $n A^r <k*\A ^ °>^^ ^ 

^Al, Hlfl. W*\ «*• < * S * W S)^^. 

^ *|S.* 41* 3^#3- -a-§-*>7fl <r Si 4. 
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[5L 2] 

Cone, of C48/80 



C 2ft*fiat <^gM 6^g/m£ B^MO^M 




[£ 31 



C 1 2 3 4 5 




C : control 
1: C48/80 10^/m£ 
2: omeprazole 10 uM 
3: omeprazole 100^1 

. ^-omeprazole 10-^1 +-,C 4,8/80 4^0 ^g/m£^, ..«*-.^,^*r-^ * — •■ 
5. omeprazole 100 lW + C48/80 10^g/m£ 



4] 



C48/80 



+ C48/80 - 



HRF 
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[£ 6] 



350 
300 
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%w 

* 150 
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§^cfl2i #gS!25 lOmg/lg loom g/kg 



S ^2 



long/kg loom g/Kg 



£ wgsi ^3 
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